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mmm 

jf&m-tgk&EWil&fe (inflammatory bowel disease; JgAT TlBDj bV$1rZ>W; 

~tsnz>^tfr%abtix^^% 0 mz&^B&mmM^xzx^z&m&Bmm ( 

inflammatory bowel disease; IBD^B&^frbS) tes ^77t7^^©5-7 

0Bfcttfl§#e&(IBD){3:, ^^t/^fe^tfeMilfc (ulcerative colitis; UCi: 
B&£*L5) ir^n— (Crohn' s disease; CD£P&£*t5) £ fcSHg&frTV^ 

b&%abtlX\t^% (Lancet. 342, 173-174, 1993) „ l^L&a* feittffifc^I"efc 
S^^^il-T^T'fc^. QOL (=Quality Of Life) f>m^^< , IW® 
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OoofeS (Current Opinion in Anti-inflammatory & Immunomodulatory Invest 
igational Drugs. 2, 272-274, 2000) „ 

Q0L (Quality of life) fa ±<D >&Wmmm> i$ tlT % /L3E¥*?B\ ^At-* 
CD81J3:. J!2;^^«^mbTV^526kDa<DSffi^-efct), B»±T*{iCD21 > 

cdi9 % Leui3bM&&%fcmvxBmffoi%mk<DMm*Tif%ftm % &z>o nmm 

^mt^^0^tg^^M^UT*3!9> B«Jh<£>VLA-4 (<*4j3 W ^) 
lWiJfi±©LFA-l (aL/32^^X^y >0 SrSHS-fb^^So 

cD8i t pigo &> 5 £ ut mwif?&&mtf hfa% 0 m^m v 4 (hcv) 

#fr;b*U t hCD8l7>WE 2 t^-TS^i:^ tf^5CD81^±<DE 
&W&%*lX\^Z> (Science 282, 938-941, 1998) „ o£ 9 CD8lM:V<7^:J#ffc £ 
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LTV^6 ~ ^flmHr^ftTV^S (Clinical & Experimental Immunology. 128(2) :3 
53-8, 2000) . HCV^^^ft«S^[^H- : Fi:^ , 9 5 * S> S (Gas 

5 troenterologie Clinique et Biologique. 24(1): 77-81, 2000) „ 

&l£ffi»geJ&(IBD) i: 0|83S*SW b^-Ctt&^ofcCDSliifc^a^ IfiD&j&t£ftlJfifc: 

fizm-tz tommm u ibd^mm £ r±iE»»4* »a u-c t> ibd & g i # 

>v^$Q|j&&Staphyloccocal enterotoxin B (SEB) -C$lBfti#3fc bfc 
20 jWfl&tf^f £>*t> IBD#l;j&Mi:te, IBD38ffi-r9^S*U V^$B^£«iJ$j:tt 
fcSV^»IBD5KjetB^ft^Ji-5^S^4a s ftIe>^^TV^«#PB 2002-16108 
4 c^)'ft:'^^-??fc^)3-chloro-2-[l-(4-morpholin-4-ylphenyl)cyclobutyl]-4, 5, 6, 7- 
tetrahydropyrazolo[l,5-a]pyrimidine ^frg^AJ 5 l&^fc fo5 

„ ) ^#^TT-SEB^TPM^ bfc»*^ t f bW, 

25 *»W*6>^ {b^A^cDS^mW^^ocDsi^ttMrt^^^^ 

^ h*>f^-C*«>f 7*nvy^&#ifffli-£r.fc&jUiJU £tCD8l 
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3R»\ mtt**-xMz:m^<&m\!kMmBaED)<D^m, &mizitizffimm<n 

&#*fcte?&^£lJ t Lttfflt-fc 19 , CDBiat^* b < r±CD81©5&mMJ ^ 
(1) (a) N (b) &T>* (c) fc^tN CMUt^©^*^^* 

( a ) t cD8ijt^f-«r»m^r«**ii& £ ^tsm 
10 (b)^^K^^$^rim^*5{tacD8ijt^^m*^a , J^b > ^ts: 

(c)±ia (b) <7>itifei§m^s<5v>T N (mim&¥<D&&a&WJ>£&z&vk&ft 
&5tiR-r3xa. 

15 (2) TIB<^Xm (a) „ (b) RTJ (c) «r^tf> 0)81©3S^ft«r»^$*S 

( a ) mmvom t cdsi tr^m^m^mm, t nu, 

c b ) mktom. %ititmmz.*5ftz cos 1 <D^m* srsne u BR3ss*sr 

(3) TIHOX© (a) N (b) Rtf (c) ^tP> CD81£>£ifB SrflJffl 

( a ) &CD81 fcg&fe £ i£ 5 

25 (b)JhlB (a) ©XSfcjgHbT^D«CD81©«t6 (Stt) *r«8£U GS 

te) ^^©^ftfe$^r^v^^ocD8i^mtB (iStSO £Jfcigfci-£X31 N 
(c)±|B (b) ©Ifc8s|£|Uc£<5v^ CD81tf)$£t& (i&te) SrWM-rS^ft'feHSr 

(4) CD8itf«g (.mm *K yj^v^f'T-i'ffi&m&X'frZZk&iftWikir 
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5> ffilB (3) )) — 

(5) cD8i<E>i$sft£ (mm *mmmMm&x«tb%z.k*mmki-Zs mm o) 

(6) CD81^mm•efe ; 5B»<l^ffiV^Sw^^#^iC^i-^H^ilB (3) 7bm (5 

MIS (1) (6) ©v^n^lB*©^^y*-=^^^fe. 
(8) CDSiat^^m^^^^^t'W^W^i^^i-a. ibd©^B5, 

o) cD8imteT-^m£^£^5^«tf s BuiB (i) t&M<D*? v —=-^^m 

\Z.£VnbtlZ>-b(DX*3bZ>, Mm (8) IBS^IBD^ES, l£ fc taf&^k 

(10) CD8KDH§m«fc{»^ (?£&) *ffim-tz>y9W*^$)f&ftk-tz>, IB 

(id cD8i^mft*fcf»«g mm zmu-tzvomK mm (2) »i ( 
6) <ov>-r^^iB^o^^ y — =-^y&;\z.£y'&btiz>-b(Dx*tbZ. mm (10 

(1 2) ^[CDSl^^W^J^t-t-^HfflB (1 0) fB*tf>IBD<7^H£. i£#£fc 

(1 3) mv8mmsmim<Dcv8i\ l zM-tz>ifcfcx>ibz>, mm a 2) ib^oib 

(14) cDsi^^ia^ij^ffi^^ u< nmnmmw&o^mm^mt^^tfD 

~&&^1-ZT^±^*t8V ls^h*&m%}J&ftk-rZ>, BulB (8) !Bi& 

y ^ ^ KXt*/* y * * KMB*lttfc# V ^ ? Kd> h 

ifci!£ttfl§5^J& (inflammatory bowel disease; £*TIBD) <D&&-?—%—, 

(16) IBDO^ffifc*3V^7 P n-^fc{i^ , 7'l'^— UT-teffl^^SairiB ( 

1 5) m^omB-^—^—. 

(17) TIBOXg (a) N (b) RXf (c) IBD©tfeW^fe : 
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*?u*<?\*tmm (15) (i6) ib*^^£^— ^fc^-a-s^sx 

( b ) ^S^-^-^^bfc^W*^©RNA^fc^RM^fe^^^fc+a 

(c) ±|B (b) ©SBSIfefctea&^T, IHD©»A&¥U»r*-5im» 

(18) IS (c) Ji:i3»t5IBD©W6©*UWf«^ ^#^ov^T#e>^5S!lS 

^:L-CV^5r^S:}g^i: bTfT^ttS, fl&SB (17) Hl|a«fl5IBD©tftW^ % 
10 (19) CD81fc®»-r3$Mfc&'&W** _ *x IBDO^Jg^— # — N 

(2 0) IBD^m&cSb^TT'n--:/^ bT^ffi mfIB (19) IB*O^S 

(2 1) TIB©X)g (a) „ (b) R& (c) Sr^tflBDOfcffl^ifc : 

(a) mkm<D&imi&i>*bmmztiit?>s<?Kki$m (19) *yt» (20) 
(c) ±ia (b) ©aa^m^s<5v^T, iBD^mmsr^wrt-sxe, 

(2 2) Ig (c) ^itSIBD^S^JIfr^ *»#K!OV^»e>n*a3£ 

20 ISII^t^oVXtbtlSa^imUT, # (D^rS-A^if 

*LTV^r.£«rffi«£UTfrfrft5l!^ (2 1) |B«OIBD©tfett|^rfe. 

25 fitmSBPk ^itmCD81^SrW^I^i:i-SIBD©^> &#£fcttf&!fcaias*l 
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&>t, *mmmfc&^x, rzsm, (#y) ^/^k (#y) ^va-^H 

^Hfc^M <t 5^^te> IUPAC-IUB <Z>£I^ CIUPAC-IUB Communication 
on Biological Nomenclature, Eur. J. Biochem. , 138: 9 (1984)] % r^^i^J 

^mau^te^x rat-is^j *ytt± tdnaj tf± % 2#i£DNA<£>#-ft£5l\ 

V^^*5 iTJ?T ^7"fe £ V>o 1 *«DNAS:^-t-5jffi&T?ffl 

tC^V^a^F (DNA) t tt, L&V^ th^ ADNA^i? 2 ^DNA 

25 *5«fcU«cDNA«r^tf 1*«DNA (IE#0 ^WC^IE^ ^MfftftR^J^-TS 1 

na mmm.) > ^x^nh^m^^-rti-h^^^o •ztc^m rat^j * 
fcf* tdnaj i®m<DM.mmm <sm&&: D -e^&frs rag^j r 
dnaj fct-tT?^<, ^tte>t-J:>9 ^Y%fL%*i//*?%tmfo^mw)mmx 
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Rxmmfc) Sr=— rat^T-j -a ten tdnaj &&$ztLZ> 0 

> ^^fcfifl^Sr^-Ki-S rjt^j TDNAj t IXlt ftto&te: 

DNAJ ^fSwimS, 

#J7F*T?^\ ^^bCOJa'fe^ Ofc^E-n^) fc£ N HomoloGene (http://www.ncbi.nlm.ni 
h. gov/HomoloGene/) J; 5 n £ 5„ ^ffcift^f^ #Jtt 

^J^BLAST (Proc. Natl. Acad. Sci. USA 90:5873-5877, 1993 N http://www.ncbi. 
nlm.nih.gov/BLAST/) UljWC— 8r*"5 (Score^ft hM < > E-value^OT^oIde 
ntity*si00%%^i-) mm<DT?± y i/3 ^#-^SrlR#"fS 0 ^(DTf-t visa >- 
#-^-£UniGene (http : //www. ncbi. nlm. nih. gov/UniGene/) fcl A^J LT# b frbfcUni 
Gene Cluster ID (Hs. "T?^f#-§0 ^rHomoloGene^A^J^-So t&&k LT#&2xfc 

*Miaa#^*5V^T rcD8iit^^j *rcf± icdsiodnaj i:v^o7tffl|g^rffiv^^# 

^*> N #^Rb3&v^»j % n&fem.m&m mzm^i) t^stist KDsiat^ 

(DNA) ^©^^ gSttRtflB^frft^&a-Ki-Sfcfc-?' (DNA) 
^-r5«©-C/flV^;fc,5. JMfctfH-teU ga^J#-^:HC|B^t: hCD81it^ (GenB 
ank Accession No. NM_004356) «^\ ^-r^^o^i^y 

aa©"CfflV>btLSo fc^ -bfBDNA^fc^ cDNA N *f J ADNA N &t>^/&DNA<^T 
ilt)^ftl5o £fcJi!3RNAia* N total RNA N mRNA, rRNA, ^tf-g^WRNAOV^ 
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7 v \> t£ i£{^^MaW,<D W^M^X # n m b (iHomoloGene (http : //www 
. ncbi. nlm. nih. gov/HomoloGene/) Y) mfeZ frtzMte*<D&.W&Mii* b&Mtft 

80%. J;!J#*L<f±95%. Zb\ZL£V&&V<m7 0 /ommfti><D&&fZZ.k& 
15 *WjNB#^*3V^"C TCD81^^^KJ ^fc{*^^ TCD81J ^ofcJBf&SrJBV^S 

mzmR^fr^ww , i$7£T%ymmm m&mm) -c^^wt bcD8i 

ffiV^;Jx£„ ^ffcfctfwWu fa^J#-^-:2 (GenBank Accession No. P18582) \Z.fSM<0 
T^yffltfflM&ft'tZK. bCD81^ ^(D-rVx&tevy&kttvy b**n^<cif 
20 flfra^atSo 

25 ^w^*3v^t mcmmm ttt, cmi&m^mmM-i-z>fcifcx&*L&£. 

TCD81J fcfcV^S) Sr#aWtc®fiifci"5-^©-Ct5^T?*>nfiJ;v\ 
^I^Wfr^&V^T TIBDJ inflammatory bowel disease<DlB&T'$j 5 s 0^ 

■Ct±^14fl&05&i:Pf«ttS o ^1ia>b*S5tfc*:B§3fc (ulcerati 
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1 0 

ve colitis : \JCbW&£tlZ>) bfv — ^M (Crohn s disease: CD ^Bg-^fr 5) 

15 ^#v^^B^(Z)CD8lat^ : Folim^Jb#i-^m^^^g-ro ^w^«^m^s.t/ 

J^Tn CD8151^ K) fW^©^^iife (CD81) , *5«fctJ^ 

20 (i-i) m&?mm.i'^%mmb~tz>x?))—~>?'j3fe 

o 

#389!©** y --^»f*©Ig (a) \ (b)RV(c) &^tf : 

( a ) m&m%. b aisimB^mm^^Mu t 

25 (b)^«^tt^-*fc»^*5^5CD8l3t^(D^m4^M^b, &&&&& 
(c)±|B (b) <E>Jti8G|§mfc:g^-t\ GD81tt^<^9U^^d«&imMr 
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j§§wm$^ y ^awa, (b) m * <Dmmmx»mnxfe^%m<DMwm. 

r. r. -CMIS (A) (OIBJXDWj^^t"^ t LTf±, IBDOgJi^-TVt'i: LtI*BTfc5 
*U£ftfafc5tt&*^«rfc«fc<s g^^IBD^/V (C3H/HeJBir 

Cotton top tamarins^) „ ft&V9W&& s *? g A' (^hn^nn^ 

7S/^^ y^^X b^^^|g^-^/K^!7^. 9 * K 

(7yf) <S) > f7^^^at^y^/$a— (IL-2v> y?TV 
IL-10/ y#T*? TCR7 y £ W ***S0 s * fcfi^A^-^ 

(CD45RBhi#ASCID^r!7^^) ^&^f 5 £ £ ^T*# 5„ 

o 

<s AfrWfctt Caco-2»M& (t h&m$m&*. ATCCt*##HTB-37) ', HT-29» 

(t h ATCC^#^-HTB-38) £ fc ttCOLO 205 M (t b 

$: N ATCC|*#-*§-CCL-222) 5 £ t ^T'^5 D P 

»/5W*b< N ^ffctofctiRAW 264. 75« (-^«7^Wft^> ATCCtfc#-*§-TIB-71 
) „ U-937« (t bm^tfey >-'<m&&, ATCC#fc#-*§-CRL-1593. 2) N THP-1» 
(t ATCC$c#-J§-TIB-202) £fctejurkat» (t MKHfiP ^^Bt*^ 

N ATCC^#-^TIB-152) S £ 3„ #J»Jte, =ftfltf<Jfcfiy 

fy*7^ K (Lipopolysaccharide :LPS) > tf^tf?— /V^X^As (PMA^) n )V 
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1 2 

7^-T> iM YiJ^Cy (IL-U IL-6, IL-12 N IL-18, TNF as N IFNy 

^mAKm^bfozis^mffi,, irf^fbL-929(^mm^^ atcc^-^ccl-ik 

C127I(?USI&^Et3$l^ ATCC^S-^-CRL-1616), Sp2/0-Agl4(#Mffili33!^ ATCC*fc#-*§- 
CRL-1581), NIH3T3(ji#i^iTOfe5l5, ATCC^#=-^RL-1658)^<^^">^ ft^J!^ 7 
^ M^M, BHK-21(^];T^A^^— ^^*5f€, ATCC^#-^-CCL-10) „ CH 
0-K1 -r << =.—sC^J>.X $ — PHE^, ATCC$c#-5§-CCL-61) * * — & 3fe&B 

COS 1(771) Kyif^WM^S^s ATCC$c##CRL-1650), CV1 (T7 U # 3: 
K y If ^mmt&%:, ATCC^#4§-CCL-70) „ Vero (T7]j*^ K U if ^■pimi&ft 
^0^0^^tt)^CO^**»s HeLa(^ttV^;|gf«> 7C0*^^ 
£*±k 293(fl^^*^ ATCC$c#-5§-CRL-1573)#©fc *5 <t t>*Sf 9 (Invi 

trogen Corporation), Sf 21 (Invitrogen Corporation)^<£lL&£5fc$8J!£& if 

7°^b\ ^mit^m, mm^m^ifx-M, ^mw^fv-^^y 

(IBD) ^S^tt»^ltb-C, <i#^^CD8l3^S^S|gm±#b-C*3t)> #tCD81 
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1 3 

>}>-$itz>mm. asm v-^^ie^ i^/w^-r^so *r#!§rr s $ ^ & o 

^»K^r»U^V^»^ ; eow-</H3:tbbTiS< ftsr £ ; £:^^;:L 
m^&m&te, m^m^yo'S. IMx.ltVtftfV-y-vXyJ V (Lipopolysaccharide 
:LPS) N Tjs^WTjs — jV^^t-jV (PMA^) N ilJV^yfpM * J 7 JtT ^ Y$>4^ 
(IL-1, IL-6, IL-12, IL-18 N TNFa, IFNy^) W\ <DfffcTlZ3S\,^XM$$£tl 

^mm^mmmm^m^ & o xnu ^tisrt, -r^-hmmmm^Txmm 

mzfeoxmrnxz s„ ^tii-r^it^^m^^^sj (WHfek <£>@^ 
*^cD8iat^-7-<D^ii,i/^KD^w^^4fi> cD8iat^f-©*5iSr«iiaii"t-sat 
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1 4 

0!l*Ji(i)5* -RACEfcfe 5' full Race Core Kit(SiS3S1±fiD^SrfflV^^ 

. ^-P ^t?^ si7 B ^>i'-^-^yt°v^(Oii^o^^<i: «9> 

5 s jlcig^ttS^fy^; (ii)Genome Walker Kit(^ a — -y ?%kM)^%FB 

»J#]irLT#ft^tt5n£:7)ST"#5o -tlb^Ifi, CD8 lilted <£>3£m&«J 

#38^^ CD81 (CD81*^^jC) <D9m&&'J>£lt&faK&X* V ~ = ^"t" 

*mm*?V-~>'mmZ, «feOXS(a) N (b)*5.ktf(c)£r&tP : 
( a ) ttKttK £ CD81 &8£1WIB&*M& £ $ ^5 IS, 
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1 5 

(c)±i3 (b) (Ditm^m^m^x, cD8i(ommm&m&is&zw^'g.&miR 

*&w*? v--^?\-m^t>ftz>mmz, ^iwm^iw, cdsi 
aHs^fc&mu mmmmt \^x<Dcmi*mir%mmmm^*m?z>^bftx% 
z> a cQ%\(D$mj<-z, mB^mmxh^^ >-y<^w^^(o^^^^ >m^x^m-r 

ma's, i&ffimm %mtoi,tz.w\Miz.33iir z>cmi<D? i/;*? m. {u^v) m& 
m%m^z>m&te, mmmmmw k (Li P o P oiysaccha 

ride:LPS) N Jfr/I^— /V^-XTVl' (PMA^) N tf/l'Vp A-f ;*V h% 
4> (IL-U IL-6, IL-12, IL-18 N TNFo: > IFN y ^) $JS] £ oT^#£;fr5 ^ 



WO 2005/021792 PCT/JP2004/012616 

1 6 

r.^*Jf«i: LTSSiJ^rff 5-£a*T?#5o 

*38W!JIA , ^--* ta -*if©tltfr(«*.tfl: hCD8l^ ^^K^fc^^rO^^n 

*~t? (HRP) /j:^©»*^««Lfe-^frt^t-5^*ffiV^I!l»U, 

10 if), f if T*i^t 5 1 i: i'i o T^It^ 5o *fc, -^*i UT 

^s:|g^^S^— # — ^rfflV^fc^ ECL Plus Western Blotting Detction System ( 

IttflU S^^-ST0RM860(T"^S/^A 

mm^fh^-AK mm (cDsim.fc^vri'^^xtfv v*-?- H«r£t?) 

, -<^K> *>v^R, WJ&fbl^> «l«Mb^**if"e*9, «§w*^y-= 

20 i^«&-^tr»f*tfci$u ite^^^y-^Wfe, -a^ffefr^Mb^. ^ 
jfc^^-Ks ^*b-&fefc if ri^tf r.*xfclz:flifll8&*Lfcv\, 
(1-3) ^^^JtofliiB (i&te) Srjfi«i:i-*^^y-=.>'^ac 

*»wwc, cDsi^a^ (mm &&m-r%wm&x? y-=^^i-«^«r«tt 

25 *HP|©^^ !) --y»(m©It(a), (W&tMc)^** : 

(b) JblB (a) ©xmtdjgHbT^D5CD8l©«6IB GStt) SrSIJ^U K&f£ (S 

(c) JblB (b) ©ifc«sl&fMi:K<5v^ CDSKomm (mm Sr#WWi-5««*JtSr 



WO 2005/021792 



PCT/JP2004/012616 



1 7 

{K^fa^Jiffft (ga^i^i) iiicsv^t, dna^p— €--^-7^^ K<£=m^ 

ig^IEftlO^^ &5VM*;SCiifc!E^;fr£fe (Molecular Cloning, T.Maniatis et a 
1., CSH Laboratory (1983), DNA Cloning, DM. Glover, IRL PRESS (1985)) ft if 

jyfclftlU^ CD8l£r=i- Ki-<5at^^0fS^W^«4 I X^m-et S^ti 
DNA (|gm^*-) Srfl^U ^£^£«^ALT^«$5mU Wd&m* 

CD81* r i: 

Wj^tiM-, i^^ttjii^s (ibd) fSjettsHBia-eris iBD^#^t»j^^ 

itUT> #^^CD81Jt^^|g l _h^LbT^'9, ^CD81^^^BD^xVHIbW£ 
(IBD) tMMVX^Z>k^X.htlZ>o &oX*mW<DX? V— -^SXmz.te, CD8 
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\(omm (mm ^mtvx. cwKDrnm (mm ^m-r^w^mm-r^ 
mtf&^ztiZo if&m*? v—~isyjjmz.£tu-z s cD8i©ats (mm 
-r^m^umx^, *>< Lx&m&mm&(im<Dmfa/nufcH*#-rz> (ibd 

5 -tt£frib%:mw<Dx? ]) -^i/yjfmz, cD8i(omife (mm *np\-tz>yow& 
mm-tz ~ t wot> ^m^mmm (ibd) (o^mn, %mmiz fcnmmmvm®) 

mmmn<omm^ mfcma*. cdsi^^k^ib (mm (isr) 

io n*mm^fcWi&\^bM? >>'**%<Dmi&' (mm t>K ^t»p^* 
\,^m<Dmi&&t^mmmft(D±u?^s<?w<Dmm (mm ^jtibTfs<^6^ 

15 mmik&mteifxhv, *mwx? y-~>-yn, ^ictiwtif,o» 

CD81f4*fflia*M^t»*) t) % ^Jfe^Ki: VXt£-7'('7u*i?7->&%\htLX 
V^. t£oT. £0>45rfB©teKfc:S<5VvT\ CD810H|g (m&) <DMW}*htib-t 
25 ttBMM (IWI) <D*t ])—~>y&ft5Z.k&X%Z>o *mw* 
*SS<?WX*3b%CD81k, 7 J ^v*? ^>-t£ ¥<DCV8lK%t3-£--fZ>MW (£*T TCD81 

&&®Wk ttimri^#5 0 
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1 9 

io cds i \z.&&ir cD8li:^^«^D^^la^fcsv^{i^i?ti-6^il 

cD8i«mTAPA-i^%^^^ y>-^o^b> *im> femk j ¥&M?>mifeft%> 
15 v), ^^m^fi-r^-r^y ^i:^a^^om^^-M-^bTv^^ 0 ^cdsi^st 
m^tz.mixBm^±(D^ ^yy^aipi (vla-4) &?&tfrfbT3*^B^ji&icrac 

•fn^^^-^^(Dl^^^ir (Behr S and et al. J Exp Med 182:1191-1199(1995 
20 )) o 

t£oT, CV8KDte%a<D®LnXhZJ ^a4j3 l^#i4BM<^7^ 



WO 2005/021792 PCT/JP2004/012616 

2 0 

(a) *m«&JtG>#&T*Cs CD81^m»£^CD81^#£^M£-^5X^ 

(b) jtiB (a) ^*3^5, m$&<D-7j -fn^^^m^m^, mmmakte. 

cmi<Dmm fc£<5<;** V-=.isyfrmx$>Z>nHm (A) t (b) <dx? 

10 % OTSl&^^mUTV^M. *5j;t>*CD8l5:=i— Ki-^jt^^«^#Ab 

x^m\^tmmsmmm^}£ifim-fh^ 0 (b) <D*^y-=>-^f$!fe-cfflv^ 

5 CD8l3§gUBJfe f*B|fflfla-e o T h <t V \ 

i^T^W^feTOfis Molecular Cloning 2nd Edt. , Cold Spring Harbor Labor 
atory Press (1989)^<D^#^^V\ attiaot^©»iSt5:i: 
20 tfS-e£5 0 CD81£>cDNA§rp CAGGS (Gene 108, 193-199(1991)) „ pcD 

NA1.U pcDNA3. lfti&ft: (-f h D ^aVtt) ft if ©^fcJOSS^* ^#A 

-ra. aa*;is±fc3»Au tttsiiiaDs ^al^cdsi^dna^ 

T«> — Jtt&ta£<1fr2fcb'rv^ CHOtTO> C12 7», BHK2 1«, 
8W7/W*i>»ifc (J. Virol., 52, 456-467(1973)) N LT-1 (PanverathJS) SrffiV^ 
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atfe^J^Affl !J t° y K (Lipofectamine > Lipofectin ; Gibco— BRL^i^) 

©*^5ritt?#5. ^rtS^fitTI^ ^£tt»{4# ( 3 H, 14 C, 35 S 
„ 125 I3£) „ (Molecular Probe s%tAlexa Protein Labeling Kits^) „ 

ik^^ytyaW (Assay Designs*±Chemi luminescence Labeling Kit^) N Yf^rf-^ 
(PiercetfcEZ-Link Biotinylation KitsSSO N ^r— — &tct$<<Zf?- 

!)7t^7j^^ (Cell, 63,185-194,1990) N »Fcfi (Genbank acces 
sion number M87789) N ^TcfcHR P (Horse radish peroxidase) ft <!f CQ^^^&l 

Myc^, Hi s**\ F L AG^ ^4 ^^lf 5 ^ 

*fc, ^CD8ltrC#:^ M*tfmiE<&ffiCD8l£L#: (7 7^ ;^>l±i) &BIIA 

r. b \z. i o TA¥t*# So 

•7 jT'u^tr^^lfe&mWEte, J Exp Med, 1995, 182: 1191-1199£r##&e: LT 

±is(i-i)~ d-3) \zffi®t%>*mm<o*# v —~^yjjmte£.^xmwi£titz.m 

mmRft. & ibfrim<D*e7 s ;\'W)®X*hZ>a) S^ffilBD*^ (C3H/HeJBir^ 

Cotton top tamarins^O N (2) fc5*4MCR» j e7*A' (^m^np^yfy 
fl^^e^ (7 y h) x Emt^/u (yyh)^ VV=- ho^^yRRS*^ 
(^<7* N ^f-^r)s h9^«BMt» J &^(-^l5 r ^s 7$>K 

— h ^y^^flli^^ ivy K W/b) s ^ ^ ^wflHS* 
yvV (7>;H m ^ (3)h7^^i^^s ^-^h (IL-2/ y^T»> h 
-^■7^ IL-10/ y?T& TCR/ y#T& Y^ty^W) > *fc(i(4)^A 

^•xVl- (CD45RBhi#ASCID-^!7^^) SrfflV>fclH^)W^ £^43*lk £ b^IBD 
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ilBlft^X/W^V^Hfe^^^iroT^-^&^x ffl%.f£ Tin vivo models 
of InflammationJ D. W. Morgan b$B (1999 N Birkhauser Verlag Basel/Switzerlan 

d) \cmmistitcm^7 s ^%m^?>z.kftx*£z 0 stmrnmy*?* 

JV (C3H/HeJBir-^l5'^ N Cotton top tamarins^) fit % Gastroenterology N 107#^ 
1726-1735K (1994) *Hl|B*t©;frifefc X *> - 1 &X*% 5„ *fc N ffc^ 

SC (2,4,6-=.^^^<V-tf>'^/^*>'R^S ^ J&SffiV^6>^^* 0 ) ^S^X/W^ Gastroen 
terology. 96# N 795-803H (1989) mK^dM^^KX 9 AW" 5 - £: * s t?# 5 

o 

ft:Jb\ ±IB(l-l)~(l-3)^|BSi-S^^ y-^^2fcte> 3fc^ttJ§gt&(IBD) 
«^) #\ CDSlstfc^^m&^^Stf^N &£V^fiCD814>36m^U<f* 

(2) ^14Bi^S(IBD)<D3fe#-^^J 
(2-1) #38 9§ <£>fciCD8 l$nuf4s: 
#3§PJ!teIBD<£>^B&, ^#*fc{i^^^jTfe^^tCD81^^1ift-rSo 

KT^JB^frS^CDSl^fm, ^Jmttfli^S (IBD) (D^m. &W*ittemm$h%: 
<^ta:^«CD81 £ n i: «fc *J s CD81^m»^>l^*s CD81©^*^WfiH4© 
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io $-^fci^s ^(D^m^mmtDcmi^m^mt vxm^tnt^\ *fc, cd8ii§ 

25 1"t?K: s <&£q<£>®* <D$BJJ&$c % ^ii^Lf^ P3X63Ag8. 653 (Kearney, J. F. et al. J. Immno 
1. (1979) 123, 1548-1550) N P3X63Ag8U. 1 (Current Topics in Microbiology and Imm 
unology (1978)81, 1-7) N NS-1 (Kohler. G. and Milstein, C. Eur. J. Immunol. (1976)6, 5 
11-519) > MPC-ll(Margulies.D.H.et al. , Cell (1976)8, 405-415) „ SP2/0 (Shulman, M 
. et al. , Nature (1978) 276, 269-270) „ F0 (de St. Groth, S. F. et al. , J. Immunol. Meth 
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ods (1980) 35, 1-21) N S194 (Trowbridge, I. S. J. Exp. Med. (1978)148,313-323), R210( 
Galfre, G. et al. , Nature (1979) 277, 131-133) ^SM^JB £frl/5 0 

^/U^X-f ^ b^^"^(Kohler. G. and Milstein, C. , Methods Enzyraol. (1981)73, 3-4 

6)m\z.mcxn? zk&x%z a 

mmm*x*mM£tiz>o m^i&mMt^xitm^. ^y^w^y (pe 

G) N ir^^-fVW* (HVJ) H^.BfM^J;t9S!jl^^^i?)Sfc 

131, ^JfclfeLtt (FCS) fOJkf»ffffit5rHT'#5 0 

-^U ^£>. 37°Cmft^AP^bfcPEG^ N Mi^ 5pi£j^ftl000-6000@jF 
©PEG^&ii^t, 30-60% (w/v) O^S-C«PL N ^ i: lc J: oT @ ift £ 

^/W%in vitrox^M^^tMseKx«0i;^!i.«-e^u ifByy^ 
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— <D%s&m&&m-tz>mM<D t vw.w^n^ z.thx%z> m^w- 1 - 5 9 8 1 8 
mwMwmm^m^^o 93/12227. wo 92/03918, wo 94/02602, wo 94/255 

85, WO 96/34096, WO 96/33735#{$) „ 

%<Di%mmtp xm^mm-r z> r t & *imx& k> , s*:, ?&ffc^iif x&n$m~tz> 

^SrfflV^Tm^$i^^7 v cm^X.M^t#:^ffiV^^r (t&Jfctfs Borrebaeck C 

.A.K.and Larrick J. W. THERAPEUTIC MONOCLONAL ANTIBODIES, Published in the Un 
ited Kingdom by MACMILLAN PUBLISHERS LTD, 1990#R§) „ 

<D*!m (V) iH^Sra— Ki-SmRNA«r¥«|-t-«. mRNA^ittt, ^fcj^jfe, 08*. 
fc£, =S>Vjfii*iCfife (Chirgwin, J. M. et al. , Biochemistry (1979) 18, 5294-5299 
) , AGPC& (Chomczynski, P. et al. , Anal. Biochem. (1987) 162, 156-159) #M 
iU^RNASriJWftlU mRNA Purification Kit (Pharmacia®!) ^Srffiffi UTmRNASrW 
^i"5 0 QuickPrep mRNA Purification Kit(Pharmacia$g) SrfflV^S £: IE 

<fc U mRNAtriH^P^S r. t 5„ 

# axfcmRNA^ fe 3S!te^»l|l Srffl V ^T^t#: V®*S<^cDNASr^i- 5 „ cDNAO^ 
f£ N AMV Reverse Transcriptase First-strand cDNA Synthesis Kit^^r^V^TfT 
^i^-ef 5o cDNAO^*5j;t^*ii|iISrfT5^«5' -Ampli FINDER RACE 

Kit(Clontechi^)joj;t^PCR^rfflV^fc5 ' -RACES (Frohman, M. A. et al. , Pr 
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oc. Natl. Acad. Sci. USA (1988) 85, 8998-9002 N Belyavsky, A. et al. .Nucleic Acids R 
es. (1989) 17, 2919-2932) Mf5ri^T*#5 0 #btlfcPCRlW^ i6*J 
£1-£DNA®f#£r)|tasiU ^^-DNAi:5g^-TSo ^.fri/J: *)%&Mkz.^# 9 

M (Cfcifc) = — K^-SDNA^jgJfeU rfr&^m^ * ■ ift^atf. Xtt 

«frlB©J:5tcL-C#^frV«lgtS:3-Ki-*DNA^fc h^C 

4^5rj:(a!) #e>tts immwmm^m^EP 125023. sbmw ms^r 

t hSHttfitftt^ ffl#J& (reshaped) t t b£^©l#9Ltt4* 

, mtf^#*^#:^Mt£&J£^ (CDR) Srfc ^ftWfBffitt&^i&^flt 

|ftg:#EP 125023, @B5l#^ffl0^W##-WO 92-19759#l$) „ 

V^^©CDRi:t Y%iW-<D~7\s— (FRjfraraewo 
rk region) SrSggrfS «fc 5 ^fhLfcDNAifl^J^ 5&W^2j— yT^SlFB 
«fc 5 JcfmbfcSfeft^I? =?^^ K^bPCRSiaU^fS 
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o #£>*L;fc:DNA£fc b^#:C«*fiSr=i— Ki"«DNAi:ji*tU ^T-^m^ * — 
M#-S§-EP 239400, SBR^ffFWSi^MS-^WO 92-19759#flg) „ 

^ /^^B^LT^ «fcV^ (Sato,K. et al. , Cancer Res. (1993)53,851-856) „ 
£LTte. CytfSWktK MAil Cyl, Cy2, Cy3X(±Cy4^1t 

£LTfi N t MM 1 b^^fn ^-f/V^BuW^n^-^^^/^^^^^ (human cy 
toraegalovirus immediate early promoter/enhancer) ~%:^VT%> h <5„ 

r>^/^4 0 (SV4 0) f 0!)^;^7'o ; e-^-A^^t-^t b^n^ 
^ 3 y77^-la (HE F 1 a ) ^<Z>n£?LS«&5fc<D:/P * — / 

tfijxi^ SV4 0/P*-^-A^^t-^fffit5f ^ Mulligan 
^ (Mulligan, R. C. et al. , Nature (1979) 277, 108-114) N %tz.^ HEFU^n^t 
— ^V^VAyf-^fltSf^ Mizushimab^^*^ (Mizushima, S. and Nag 
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ata, S. Nucleic Acids Res. (1990)18,5322) \Zfc£t£M\EMM't& - t tf$7?# 5 

o 

5 o^-i W lacZ^n^— „ a r a B/o^^^^f 

iSff 5, 1 a c Z:/n-t— * — «H£flH-S»£\ Ward bO^fe (Ward,E.S. e 
t al., Nature (1989) 341, 544-546, Ward, E. S. et al. FASEB J. (1992)6,2422-2427) 
N a r a B^n^e— ^ — §r^ffii-§^-^ N Better b (Better.M.et al. Scien 

ce (1988) 240, 1041-1043) \ZfejLt££.\t\ 

^ pe 1 BV^t VVga^U (Lei,S.P.et al J. Bacterid. (1987)169,4379-4383) 
5Dfc!J7*-/l/K (refold) UT^ffl"T5 (09*.fi* WO 9 6/3 0 3 9 4 £r#JI 

) o 

15 &8S&agi: LTft> SV40, /Ky T!7-f/^> TtV f7-T/^* 
n— ^^^/^ (BPV) ^©fc*©t>©&JBv>S£ 

717-^ (aph) m&=f-> j-^v^-r—M (no at-e^ -xmm*^^ 

20 ^T^V*c^*:y ^^/i^h^^^^niy— if (Ecogpt) Jtfc^ v>fc Kn^|gB15n 
^ (dhfr) ate^S:^rtpr.i:^t?#5„ 

^M5tOfci6<DS^fi> in vitro*5 £t>*in vivo£>££3,fl**>5 0 in vitro<£> 
25 tlS, 

foz>o mwmmtvxn, (D m^mmm,, M*.t£, cho s cos, *^n— 

•r, BHK (baby hamster kidney) , HeLa, Veroft^ (2) M^H^ffl 
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f 9, sf2l, Tn 5fci?tf5£pP>;ft/rv^„ m®mfak l/Ttt, ^j-yr - Z 
J\ (Nicotiana tabacum) &&<DW\1&&%\ b*VC*3 <9 % r.tbSr*/^**"t"tb 
tfiV\ *®»i:L-C^ B*B\ ^^n^ir* (Saccharomyces) ft 

> WTtffrVryj} n ^ir^. vtHf^x (Saccharomyces cerevisiae) N TfctfcHfs #11 
iliT^^^^l (Aspergillus) JH N M^fcfT^^A'^W* • — (Asper 
gillus niger) £tfS*n fejh/TV^. 

XffiW (E. coli) , 1&1£&&%a btlX^Zo 

fc»U!&«rin vitroT*j#3i-t-3 £. t i 9 ttfr^Wfe^^. J&*»*s ^0©^^ 
V^fTPo Mxif^N UT, DMEM, MEM. RPMI 1 6 4 0. I MDM 

z&m-tzz-tfrxz, w&M&Lffi (fcs) ^(Dskffiffim&ffim-tz^thxzz 

o £fc, ^at^^AUfcM^ltJ^m^^-t-^^^.tO. in vivofc 

xm$t:n$L\^xh x\\ 

in vivoom^^ L-Cte. ttfeSrftffl-t-Sm^^fS^Sr^-t-SS^. 
#3 (Vicki Glaser, SPECTRUM Biotechnology Applications, 1993) 0 ^fc. Si, 

fr«e^*s#A$n/ti»^^^t?DNAWJt*^ ! a?OIEE--aEA U r. <£J0S£il§ 
5, ^ -irdf mfftffl LT t> «t V\ (Ebert, K. M. et al. , Bio/Technology (1994) 12, 699-70 
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2) o 

afcJfiSfei*^ ^<D%J=<Dfom£.V)ffiM<D]ift&%nZ> (Maeda,S.et al.,Natur 
e(1985)315,592-594) „ $ ^3 Sr/B^S^, ^(D^jtW-MB^W^^ 

JgJB^^'-, M;U£pMON 530^#Ab, ^<D^<? # — £rAgrobacterium tumefaci 
ens^i T^^Ai-5 0 r©^TD7^^3^ 0iJ;U2Nicotiana t 

abacumKl^$*, 3 <^J; 9 mM<Dtfifc*nZ> (Julian, K. -C. Ma et al. , 

Eur. J. Immunol. (1994)24, 131-138) „ 

±5&<7><fc 5l-in vitroXtein vivo<Dm&m^XfcW.*M$L~tZ>Wi&. foW-WM 

mm juzmm a so %*-h*^zvm%m*\zm^?*—Kffi.??-&Ajxm 
-(d&^p ?-\zffi.3?-&A,x\ m^^wm^^x-hx^ mwMwrmm-'Am 

#-5§-W0 94-11523#^) 0 

^Of!^fii^|-efco-CJ:V\ #!l;Lk£, ^fr©^ £ UTI^ Fab, F (ab' ) 
2, F vXliHii LI©F v&il^&y ^X—xmMi&lttci/^y'^^'OF 
v (s c F v) fl^ptf £>;h,5 0 

-tiAtfc^, ji^^^MT'^m^^:^ (0ijx.fc£, Co,M.S.et al.,J.Immuno 
1. (1994) 152, 2968-2976, Better, M. & Horwitz, A. H. Methods in Enzymology (1989) 1 
78, 476-496, Plueckthun, A. & Skerra, A. Methods in Enzymology (1989) 178, 476-496 
, Lamoyi, E. , Methods in Enzymology (1989) 121, 652-663, Rousseaux, J. et al. ,Met 
hods in Enzymology (1989) 121, 663-669, Bird, R. E. et al. , TIBTECH (1991) 9, 132-13 

7mm) o 

scFvte, ftft<DH&vm&kLmvm&&&i^&zkte£*)nbtiz 0 z.<o 

l/jO — ft-ft LT^J&j (Huston, J. S. et al. ,Proc. Natl. Acad. Sci. U. S. A. (1988 

) 85, 5879-5883) „ s c F v \Z.&Vf%> H^V^*5«tt/L^V^fi, ±$Zffifcb 
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^-itm m^tr^/mi 2-1 9ai*^^5^to-*i^/f w 

N fcicfctFLfUU*, LiVf^n"- K1~3DNA:H*M i: U ^*ib<DlB?iJ<£> ? % 
»Wfeax, ^!Jxfvy^3-/v (peg) #<D^ffi#^<bl£i^Lfc 

teBM&M-rz iiaot#5 ^ k&x% z> 0 ^frb(Djjm±z.<Dfrmzis^x-f- 
xizm&ztix^Za 

7 fCtt, #J;tfcf, ^of-fyA^)7^ ^n^-f^G^^tf^f £> 
7pN ^A;*7 7.M-/BV^3fi&<b LT, #>J;tfc£> Hyper POROS, Sephar 
ose F.F.^^f bflZ>„ ^(D{^ j§3t<D* fCTMM £*vrV^:£li£s 

j^?-, ps^ii> tt> m^fm^m^m^ m^t^tu^ ^mrnxmrnis 
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-5 0 b^77-f — fiHPLC (High performance liquid chromatograp 

hy) ^ML#5 0 j^+BHPLCSr^V^t«fcV\ 

#5 0 -f-&fc>*>> Mf^ittasi^^ft PBS (-) -Cig^^^bfcf^ 

% 280nmtf>®bfc^£r&ij£U lmg/ml£:l. 35 0D<h LT^tfcSi-5 0 ELISAfc«fc 

s«^ttOTo«t5^a!l^i-«r:i:*s-e#5 0 -ttefr-h, o. lMfi^MfiS ( P 

H9.6) -Cljug/ml^^bfc-¥^fc MgG (TAG0$£) 100 1 ^96^^°!/— b 

io (Nunc® K^n^u 4°c-e-^y^a^— ✓'gyt, ^$r@Hftt5o 

V^{j:Ip n pi: UtMgG (CAPPEUSD 100 m 1 &*5flHU SSfflfcT 1 B#IHJ>f 
a^^ 3 yf5 0 ifei£gU 5000f&^b^r^ V 7t^7 7^^Wt b 
I gG (BIO SOURCES) 100 ju l &*Bx. N MJUT 1 B#^-f ^dF-cx**— Z> 0 2fe 
15 SK^^SrJPXL'l'^'^r^-^— iXa >-<Z)^ N MICR0PLATE READER Model 3550 (B 
io-RadSD SrffiV^T405nmt?<D©3feSSrSI^U S W^fl^ftSSrllLtftt'So 

o^^y-^^^-/K ft © (3) ?S Kmmai&WrM G£&^— t 
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±. <fc«9«P)§;L<tti|&9 0%EU:, *t>#*U<tti!69 5%^±©^PH4«rW-t-S 
rm^#!l^^V*f Kf*ii^> 10~100(Hlifl^ 0* L< m5~500{@ 

ORFa^JhaKVs 3' Jft^flBftftttft. 3' J) ^ Ko-A««*/tf± 3 ' 

a-7-Kic*j-L-c rr^-fe^j -e&sirv^ -^^t?^§ 0 
^y^^v^K, D-y#— ^^r^bTv^5^y^^^^-h% t/y^fcte 
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&mmm¥fm#)t£mmtf v * fcte^&^&^i-s ^©i©^ y ( 

5 ^fF^i-6iafi^rt>o^^ W;*-^ KSra &iftf s ^f k;ft3 0 ^rtbb»> 2 
^flDNA, l^DNA, 2 2NICRNA, 1 ##|RNA S DNA : RNA^-f ~f V y K'fcot & £ 

^■Ktt. RNA, Wk$iittemfc&foft.W^ (RNA, DNA) T*fo6«, 4tt»*^tl«0* 
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WfPharm Tech Japan, 8#, 247M^fc{i395H, 1992^ N Antisense Research and 
Applications, CRC Press, 1993^fr ¥XWt&< f&^£*LTV^ 0 

n-^ftif) ftW8Mct£<Dt>©aUjMf btt5„ #Jni-5^0*UV^fltKi:U-CW: 
(DmX\ ^y^flsT—H, RN a s e ft i?<0* ? IsT— 5#fl¥5rBB_Ihi~ 
ZhtfX%Z> 0 

, CD81 £r = — Ki" 5 RNAjclfrfrU ^RNA«S^fc«^r^mig&»J^-^t>OT'fe 
*tffJ:V\, -fftfr^ CD81^=i— Ki~5RMO— gP^-^^tBffi^RNA^^T-rS 
2 *0|RNA$e ^ K tf> T ^ # V * ? u^-f- K(c$&tL&. 
(2-3) *38gi§ ©Ifc^ttJli^&^B^ fim^J 
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o 

15 So ^(Dxs^vxmmztifz.MWfe. ztbK^vmwmrtiis^m^^x^ 
#3&$., *m^&>&& mm) ^\-m.B^^mm^n^x, jcmmmmirz 

cwifce^ssrmiwi- s ^ik, 6 v ^cdsi ©ssm* *> u < &mm mm 
u^/um, nm, mm. y^wft^oftnR-^pi ; ffi^s, ,&«u> 

|mg~2g||, 0£L<f*SH-mgm&«: x 1 0 1 ~Wm\KfrtfX$i^-rZ> C 
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0^iF*3ftits ^T^it^ir^«t l 9^#*^^ia5^^ 

N ifky^!) ^^ttMf&'l^k #iJx.fi^y y/w«— h 8 o T 

M N HCO-5 0 ^#ffib-CtiJ;V\ 

mmi-vv *}j*m.mm, mmim. mz.&* fi^p^^y, mz-&'<> 

Btotfrll k g&fc^O. 0001mg~1000mg(^|£ia-t?^r i^pJtg-T?feS„ 
&5V^i N Jfe#fc/tt)0.001~100000mg/body<Z>|fiffl-CS#**r38^r. 
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5 mm(^m sri&T^s mw^mz^ k> -h^xhn^ mwA^mfc 

15 r. i: I:: £ 9 tiEttUfitcJ: 5 5 ft3ftte^<0^&#fffli-5:£ifett: & *> MMX% 3 

o 

, £fl£b< t±10~10(X>4&^ $ b b < fil5~500JtS> ft)^t< f*16~3 

25 ^if^ffiV>T»Hb$^#5o 

•fe V*RNAte N b< «10~1000mS. £ L< «15~500mS> 
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1994^4^ 20-45H> £fUIS*, 36 (l), 23-48 (1994) N £||fc|£^*f 
fU, 12 (15), <£K (1994)J&if#RS)o i©^T'ttin vivo}fo6W £ L < , iltU-te 

5 ms&xmtm) . 

20 J^©££»fctt&teiffl&lS!-5x *Ai-*r.i:t>T»t5„ in 

-g\ m^mmmnmmt, *$&w<dt *k y * y is*?- vtr-^ttmtm 

? >r /w*^ * — & y y — a * fcte/Hita* y *K y - a m-as Lfc^n (i? >-^-f 
^^/^(Hvj)-y ^°y-A^^) rtbb©y tfy— *mffi& 

25 n^te, ih0km. mm. m^mmmwrnm^t^^n^o at^m* 
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/tf y 3X ^ U*?- Wm&n, JS#J&AlA^fc9&j0.0001~100m g> $f^b<^0. 

> 1 0 S##fiikgM5 ft mi x lo 3 P fu~l x io 1 5 pf u 1 ft 5 *f&B;6> e>3&£ - £ * S "C* 
5 -#S 0 7 "i? 4? y ^ ^ k^f - K^iA Lfc»©i^fj: N ixio 4 3tt/body 

~ i x io 1 5 mwbodyum^^-rfh^ £ V \ 

*&Wn, (i) *3SW©^l^^)tS:=»— Ki~5RNA©— fBfc-tfrUn+B 

(ii) tWKr^flRNA^Wb-CftSBW^ (iii 
) ^ISW^^^^RSra-K-f 5RNA©— *B«rM"i-5 P J^if-T (iv) itulB 
10 y 7j?1f-r A^f LT^SEI^ (v) SulBy ASra-KtSifi^ (DNA) 

Irttt * - * if fiftt 6 o ±JBT ls*i$y*?UJrTVbm 

— M^RNA, y#1f^A^if% N ^PJ^DNA^b^^tbSRNASrm^^/c 
tt^<^atMSr*PM-t-5 n i: 5„ ^IPJ^CDSlifefcte^Sr^-- K"t~ <5DNA<£> 

"M^RNAfi, ^PO^ife Nature, 411^, 494K, 2001<¥) WCT^ # 

•|§0J!<e>zk y * ^ wm&i&mzwtft ursar*-* r. £ So y ^ 

TRENDS in Molecular Medicine, 7#, 221H, 2001^) fcJp 

20 x.ff. ^p^y^if^A^ia^ij^— ^^^^<^^>-^^k^=i— Ki-^RNAo— 

5RNA<£>— LTJ3\ £r*fltf> y AHJ:oT§]»f £;Jx#5 = 

NUX (5£tp N Nte-T^T^S*. XfiG^OSfiJESr^i") tf>5£^<£>BB?U& if 

■c#s„ tuiE (v) <Dmms<?*-fes teto<D&fc*mmmteifkmmtem 

(3-1) TKy^^v^K 
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#3693^*5^5 CD81itte^tt N TAPA-l3tfe^£ tW£ft5^&itfe^fc5 0 

tlX&*) (GenBank Accession No. NM_004356) N -fcOBtf&frifefcoV^-C ^Prasad 
SS £>, Brain Res. , 639, 73-84, 1994Jd|B«Sc5^LS «t 5 K:4&tfcn**>S. 
*mWl*. J: 5 ^ #H£ffi»gS& (IBD) fgjBteftlJ&fcasv^ IBD^ 

*fcJi|B^ y ^ m> (l-l)q«t|B«i-* J: 5 *|JEfiH4J!&^Jfe (IB 

mx&>5 0 

:fttetofc:tt> ^^©^Iv- @2?iJ#^l^f2^CD813t^<^SIfl 
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MMtt-rziEmtx v y i/^^i/y ta&Qrz^ •? y xtsrims urn 

> Berger and Kimrael (1987, Guide to Molecular Cloning Techniques Methods i 
n Enzymology, Vol. 152, Academic Press, San Diego CA) |uiC^c?tL5i 5^ 

^tf^^Py^XaoifcjM^iU-C^ SIS' TlXSSC. 0. 1%SDS. 37°C 

.fc^jS&LWM^y ^-fX&#£ UT T0.5XSSC. 0. 1%SDS N 42°Cj ®S X 
£b«LV^>f:/y^X^£LT ro. lXSSC, 0. 1%SDS N 65*Cj n&<D&& 

±IB^BB^J*fett*©lB*&^J©^ia^^b^S^y K^oTt 
fc:fc\ ^T* Tii^^ OftM&fc:) »WH-SJ fcfi. fclfcfiy-lF^Py h 
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h 1 0!lx.fiprimer 3 (http://www. genome, wi. mit. edu/cgi-bin/primer/priraer 
3.cgi) hZW*<<??— NTI (Infomaxt±^) Sr^JJS LTl^fH- 6 - t &X*% Z> 0 
McftftiaZ.mmVSmfc^m.gMm*: primer 3£7cte^^— NTIoy^ 

o 

15 mfei-zz.t&T'Z&o 

(3-2):/n— ^fcte^-f^-i LTO^y^^ K 

^r— £ LTffiV^li'giclte, oi^-15bp~100bp, L < f3:15bp~50bp N J; X> 
25 b<^15bp~35bp^S^^Wi-5t>^>W^t?tSo *rt^ffi7°n--7 f <b LTffl 

v^tt-a-i^ ia^i5b P ~^@a^ij©4t^ms #f*b<m5b P ~ikb x <t i& ^ u< 

}3:100bp~lkb<D^^S:£Wi" ; 5 t><Z># § M^t?# 5„ 
#3§W<^1^— tes y-f^PS'^ RT-PCRfe N in situ^-f^U^ 
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x o x0km&mm& (ibd) m&tt scraist^-?©^© ratmm. 

SttotilLfc total RNA^r^3V N X t> ckV"> b N $ felcfljERNASrt i: 

<£> Gene Chip Human Genome U95 A, B, C, D, E£>SHj\ 25bp<£>;g£<£>^y U^"^ 

h t \z$m £ ft s tii^DNA^ fc ^RNA i/^^u y ^ X $ * % Zf V #4 «fc 

^I^DNA^fc^RNA^^^^^ Utr^W-fS rirtCt^ 

<Dnm<D&m) fcmmx'hz. Sterna*, tim&^-#—&fflmi>it&m&mm 
mam <D^mn, ^m^<o^mmtiE^(o^mMK^i-f^cD8im.in^-<Dm. 

bjEn%<D±fctm<Dm&k fcfc»»#*>5»fr-e<t>s w#w©»a*o»«Eas2 
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tit£, mfc%\z.^x#kmBm ^m(iBD) <o&&&mifr*>o 

(3-3) vat 

(^*LS:*WlB*^*5V^tt TCD8U £t>V^5) *W»W»J:|R<ii"<5 

s^m-r 5 riiaot, (ibd) ltv^ 

* ^iis^fi, ufat^ d-2) mzmm-tz «t 5 ^^w^m cbd) o^vs, & 

t hft^OCD81t>^P^)^V^^KXfc<9 N ^l^t^ife^OV^TtilW (BREN 
DAN J . CLASSON b, J Exp Med, 169, 1497-1502, 1989) ^fEife£ fh%> J; 9 

£ L < &15T ^ 7 <fc «9 0* b < &20T 5: 7 Bfed* b ft § *° V ^ff- Kfc*t LTfct 
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t£oT^B!H~3r. £#^#5 (Current Protocol in Molecular Biology, Chapter 

li. 12-n. 13(2000)) o Mtfcma-Z, &$£W<Dlrfifc&tfV ? u—r/vfcfccDWi'Br 

-££iirTp§£Lfc^-Y:/!J K-^tt^^il^iS ^ i: £ (Current protoc 

ols in Molecular Biology edit. Ausubel et al. (1987) Publish. John Wiley a 
nd Sons. Section 11. 4~11. 11) 0 

(Molecular Cloning, T.Maniatis et al. , CSH Laboratory (1983), DNA Clo 
ning, DM. Glover, IRL PRESS (1985)) ^fcHSCTff 5 5o 

CD81©»^<^ Kf± x ^W^^9»^$H5T.5/Saa^JOtff* (IB 
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5 ^/i£p<D=i^fc 0 ^ — ^7°n ^7 A, ^iJ^Lf^DNA Star software&ffiV^JLtBi"- £ 

io e>, as^ffitt. mm. mfcfe, m^mtm^mm.m^if, wmm<DT 

mbWttmW&mirZT Z.b&&&l,\\ m*.&. Ala, Val, Le 

u. He, Pro, Met, Phe2£tMrpte3LVS£#®3=T 5: / S£^;£Hiii £ tl<5 T ^ 7 
19, Gly, Ser, Thr, Cys, Tyr, AsnRt^GlnfiSV^^^mttT 5 /ifeic^g^tl/ 
57^7 «9 , AspRtKJluttEV^Bfetfer 5 y ^T»fc <9 

ztib%mmb Lxmm\zm'tz>T$sm*m%mi0i~tz>zb&x*%% o 
) ^^m, mm&t£&®fe\k&ft'tz>z.bfcmvte^-t)K ambmmjtft&m 

CD81(DT5;/^@aa?lI^*5V^-C#^< £t>iS$ei-& 87 5:7^?, 0£L< f*15T5:y 
T^^, ^^K, ?fi?L£iJ, suV l"<y Y^^sT-l/frW- fn7 
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M^l^^tyo-^i ITtfflt^r^aot, CD81&tfcffl-t-5^£tf*-T? 
^jE'ttfli^S (IBD) <D^$r^$S L-CttU ««#Ofeftqft|lfefc33lt 5CD81 £ jEfifft 

s ft-£is<mfe&,-k<DM&ft^-&tiz>o Mcft&jten, ammfc^ffi. iwffiaL&n 

mz&^xm)#m.&&Mffo tttM vx^^mm ltv»3©t? n wm&<offi^&. 

±, »*U<W:3^f6Jl±#v^rt*s*«^$HHffx &3m»3KS (IBD) 

(4) ^mBmmmaBd)(Dmm^m mm^m 

-TS^^SC (CD81) SrtfeffiU *<D$mML'&1t\tt<D?^'' il ?'M:M*m7£-fZ> 

z.k\-xv, &mmmm&(iBi))(DfeB<DmM$it^tt<Dm&&&ft (&»r) -rs 
tj^T'fc^o *fc#38w<0tfcm (#®r) M^.f^am^J»^S(iBD)a#^ 
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(c) Cb) 3fcam»£&(IBD)©«&&*J»ri-3X@ 0 

nsRNA-s-www^ m l < {«*Ltf> b $ e> tang $ *ls # y * ^ ua-^ KSrS- 

(4-1) Sl)l»*©4«mi: UtRMS:fiJfflt5»^ 

lB©Xg(ah (b) St/ (c) ^tf t ,t o Tilt5 r t ^-e t 5 : 

(a) mk#<D±mmt>* bmmz titcwtA-a it bm&z tit^n v*? 
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y^oyhft, RT-PCR^ Wk^yZfffltfrW;^ in situ^ ^-f^?— is a 

femtiLjzm ( 32 p> "pj&ir : ri) ^ftWKfcjf-cmnu *at«r. isi^ot 

^ py^y/vy^:h7 ^77- Lfc^ifc#<D£#m)ite^RNA£ W ^ 
y^VX^fc^, ^fife^^fc^lS^— (DNA) ^RNA^^-fi^^r, MB^— 
%-(DWmm (RIf Kfi^I) t::S**t-5^^^«r*felt^tftlHSS (BAS-18 

10 0011, ^±:7>f/Wv|±®l) Sfctt&fttfeWSrctfeffls Z>Jj&*m7F~fZ - £ 

^T't5 0 ^fc*. AlkPhos Direct Labelling and Detection System (Amersham Ph 
armacia Biotech*±$$D SrffiV^T. I^n M-;H^oT||v^- (^o^ 
DNA) Sr««fcU mk&<o&ma&&&<DWkk'^-7V *VX£-£fcm. 

©IRfiR*jm*5fei"5 V^^-/^Sr^A^^>f ^"-f * — i?^— ST0RM860 (Amersham 

15 Pharmacia BiotechthJ*) T?^ttJ> JBl3ei-5*8s*«ffli-« - t t>*T?# 

20 ©M'^-^^bilLfc-tO^'f^ (JtfBcDNA (-00 H^fSjEi 
% fc^fr^^y ^-fX£-#T N fMoTPCR^ 

fTV\ #^nfc^if>I-*mDNA^W-t-5^?r^i-5^i:^x^^ 0 ft**, ii 

iH$nfc-^DNAo^w« N ±ibp c r &^mi j $>$kytv>)Wx*wm lt&v^t' 
^ 4 ^-^m^xn ^ ^ t^^^xm±^fi^mm~^mDM^m-r^m. m 
25 ^ntz—^mmA^mmcm^x-r^ n ^ b 7 

ffli-S^ftfciTSr/BV^ ft*5> ^^ttfc|g^l~^DNAm^r±T 

h2l00^-Y^-ri-7-l'1f (W7t!lf^^;^rAXthi) te^xmfe 
t^ri^T^Sc SYBR Green RT-PCR Reagents (Applied Biosystems |± 
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WX&Zf* h=i— /l/^oTRT-PCRSJESStSrHBSab^ ABI PRISM 7700 Sequence D 
etection System (Applied Biosystems #M) T^JS^'tT, ^afc^tr^ffli""5 

»fc5fctf>RNAd> b«io Tli $ frWtcRNA £ /N-f ^ P ^ X $ tt> £ 
fcDNA^cRNAirO-^^r. *^©^Iv-*-^biS$H»/o>-7 f ( b 
fts&ZltX&imirZjfmitmfZ^ t&X%Z> 0 ifefc, JbfBDNA^s/^UT, CDS 
ljt^<^it^T-|im^^^^W> a'J^^^DNA^-^^^rffiv^^ r £ 5 

„ ^^st^O^m^/^^^ ^^-e^^DNA^^^i: LtH A 

ffymetrix&cOGene Chip Human Genome U95 A, B, C, D, E^^if 5 w t &X% 5o 
3to&> 5 DNA^" y 7° &m V ^ fc , RNA4 1 (£>CD8 151^^ (DiHS^iSm l/^;KOt ffi , 

(4-2) m^M<D±pmnt L,x?>'<?m.*m^z>Wj& 

THJfe^ttSo ft#ttfcttTlB0>Xm(a). (b)^(c)^tf^lCj:oT^lfg-t- 
: 

(a) i»t©4^^e> m $ *tfc * w * « t fomz m-r % <Dmm.^— 

*&A#:Bjfc:H\ WtfcM^%*&W<om%^--Zi--b\^xmb (CDSl&Ms-r 

v-^-if (hrp) i£z<Dmm^mm\sitmtofflt (—&famzM&-tz>&m * 
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V^fc^£. ECL Plus Western Blotting Detction System (7^Vt^ 7 

— v^-Y— ST0RM860(T-^^-yA 7 7 /^^7^W ^ ttl) tiff 5 w i t>T? 

AflcW^rilWrJfio(i-3)35J«r#flg) l^otl^ r. i: fl>k&5> 

J3i^S(IBD)<D^W (&»r) #8s£r 
(4-3) ^jSlttJii^® (IBD) 4>&»r 

(CD8D <da, mm%L<nf£&. (KT-ttb^t^-r r*>v^scw</ui t 

^/i'* fc « m m 9 w< * K t )AM U P«<£>Bv ^ Sr^iJ^i- 5 r t \z. «fc o Tff 
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sc (CD8D oft (D5£®mizitteffift&)$ t fflm&, ES#o5t^^smv 

#E»##lfc^4l»a£J& (IBD) & 5 £ 5 ^(D^J^Iffi, »t©4M(^ 

m-mm 
mnm 1 

& fefeMmm (ibd) <5f»afcBttiw6g) w« 

2, 4, 6-Trinitrobenzene sulphonic acid (TNBS)^^IBDtb#>^7VW3:Gastroente 
rology, 96m, 795-803JC (1989) *fcK*©;frife«:#*H: LTff^-TS - t 

(1) JflfftftOfM 

0. 5gP 6 T/^ ^ >- (SigmatfclK) £ 0. 5g K 2 C0 3 (^^ 9 ^ * * £25ml& 
ltffi^@7k^^bfc(#PeT^^^^) 0 25ml (DO. 1M K 2 C0 3 ^0.5g TNBS 
try^T-X? #M) Ufc (TNBS^) 0 #P & T )Vf * ^MW. t TNBS^Sr^ 
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U tfit- mWiWVtio ^#bfc^^r^)li(Spectra/Por Membrane MWCOUO, 
000, Spectrum Medical Industries Inc. #M) XO. 01M NaHC0 3 (^7^^^^%t 
M) CllfU. ^^fbfc^^^rBCA Protein Assay Reagent (Piercefch^D T?^ 

5 (2) TNBSfl^^^mffi^^S^-x^ 

n^fybT^a^yf (CFA : Dif co&fiO £ 2mg/ml^#^^rf LftM t Lt, 0. 1ml/ 
headX^Tmt mm Lfc 0 iS^B«tt:i0mg/ml TNBS 50%^ S —/U (cTJJ? 
4*rX?#M) ^^^-^/^#T-effJ®^^(0. 2ml/head<SrflrFg«t >3 3cm^-e 

: 0) N Un7-: 1) N TM (*=T— : 2) ) T^^T-^J^U 

(3) 

15 JTOJH y y^|iaiiai:W]M LfcMi«£ri£«:7 9 * =* (75T:7 9 * = ; 

S^fl^ttft) ^lOrol^j^^lfiL^f (BI0WHITTAKER|±i^) N l%Antibiotic-antimyco 
tic^WD-MEM (Invitrogent±^) ^T'lO 8 m&U U «T03««©^T-t*48l*Iia 

^jNaKHMXU TRIZ0L (LIFE TECHNOLOGIES^) XWM b-80°CTi£# bfc D ft 
20 3b\ fl^*9Ai:W\ IBDSj^^-^^-^bT^^^f^i-S^tlBDS^^ 

Wjffl-r z>m\£.*Jr? zit'&yax'&m 2002-161084 ^fatt^-fti-a^ 3-ch 

loro-2-[l-(4-morpholin-4-ylphenyl) cyclobutyl]-4, 5, 6, 7-tetrahydropyrazolo[l 
, 5-a]pyrimidine~Cfc6o 
A : SSJnai&L 

25 B : 0. 2 m g/ml Staphyloccocal enterotoxin B (SigroaSIKD $S#B 

C : 0. 2/* g/ml Staphyloccocal enterotoxin B (Sigmatt^) ^to^AlO^ M^S&P 
) 
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(1) b — ^yVRNA^bcDNAOPIK 

^UfCo Z<D b — ^RNA&RNeasy Mini Kit {5rT?^±Mk) "CfflfiSU^fc, JSA 
T^cDNA-^-^^rfTofCo 500 ngO b — ^/^RNA^fc> Superscript Choice System (-f 
^lf b n v> a ^tfcfiD StfiJJB bTcDNASr^ bfc fcfc U ~fy << -r— fcfilOO pra 
ol<DT7-(24)dT^-f-^— (TvVtA77^V7/Mtfy^tfc» SrJBl^fc. 
. -a-^bfccDNA^DNAffi^^A (^7^^) TttMBiU i^;-;VftRT?« 
5^Lfc^ N ^cDNA£r$IMl-in vitrofe^ (MEGAscript T7 Kit : Tyt'tyftl} 
) fc£^cRNA<Sr£-J&bfc 0 cRNA&RNeasy Mini Kit frT^ftiM) "C$*^U - 
(^cRNA^ 4: ^SSSuperScript Choice System h n i^ai ^#M) ^rflJffl 

bTcDNAS:^ bfc„ r. <D2m S ©cDNA-g^T? W\ 7 7 h * h 7 ^ K ^ 

^NFt-T7-(24)dT7 P 7-r^— ^fflV^fc (SE : cRNA=7 „ 
fccDNA^DNAM^^AT^^. ^S^S'i^bfc £A_h^>^^ J: t» *J£F>I 1 "C 
TObfc^- h-^/U- RNA^bs #cDNA&5t#bfc„ 
(2) cDNA#> £> 7 ^/WbcRNAW W8Si 

#cDNA 200 ng+S^*^ N DEPC&LSbk&'Ttax^ fiht U BioArray High Yield RN 
A Transcript Labeling Kit (ENZ0*±iSD fc-^tlSlOXHY Reaction Buffer 4/zL N 
^dr>y Md-g-^frSlOXBiotin Labeled Ribonucleotides ^$rV b\Z-i$% 

ftMOXDTT 4fiU &.*rV b fce^frS lOXRNase Inhibitor Mix 4^L N &*r-y b 
^*ttS20XT7 RNA Polymerase 2/tL%»frU 37 0 CT*5B#^^^ ^T. 7^ 
7V"fbcRNASrW$4bfco KJfc&s mRj^\ZMPCm&k60 f iL&1}[\X.t£<D'h, RNeasy 
Mini Kit (GIAGENttM) fc/lV^asft^n b=-M^V\ p^bfc7^WfccRNA 
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(3) 7^/WbcRNA<D7^^ 1/ Mb 

#7^/WbcRNA 20Mg£r£tri&$ft^ 5 X Fragmentation Buffer (200mMMJ^ — 
mk PH8. 1 (Sigma^tM) N 500mMiti$* U>)is (Sigma*fc®i) > 150raM^^^ is V 
5 MSigmatfcfiD) 8MLSrJD*.ytSJES?K40/zLSr N 94°CT^35^» Lfc^ ^K'W-K 

(4) T^^^MfccRNAi:/* — /TW iOM^P ^X 

^•77^ ^ MfccRNA 40 mL^, 5nM Control Oligo B2 (Amersham£h®D 4/iU 
100 X Control cRNA Cocktail 4/zU Herring sperm DNA (Promega^^) 40jug x Ac 
10 etylated BSA (Gibco-BRL|±^) 200 fi g N 2XMES Hybridization Buffer (200mM MES 
N 2M [Na + ], 40mM EDTA > 0. 02% Tween20 (Piercef±®[K pH6. 5~6. 7) 200 nU R 
rW)EPC«y|fcjcl44/iL«r?a^U 400 » MD^4 7*11$? Tfr&fclt.* #bttfc#^-f 

?v*?T/i'$:99 o cx*5ftffltomu "%.\z4sfc-v5ftmuamLit 0 nm^t, mm.xu 
.ooorpm, sfrmmfoftm^. ^4^vz>? T^-tm&nfro 

15 — ^\ 1 XMES/n^T Zf V ?4 "g—^S a V* y77 — "CStfe LTtHuman genome UQS^ 

n^7W (AffymetrixfriSD />W 7^ftX\ 45°C. 60rpmT?10# 
IWIeHB lXMES^-r^U^-fif-v-a ^y77-^bt^n- 
W &fffl£! L7t„ Jhl3T*# btitL'^ Tvvjyf 200 /x LSrK^o -7°7 W 

mwtiiipu /^-r yy ^^^x*45°c, 60rpmt?i6^iu^$^ 77^ 

(5) :^n-:/TW©*!6 

/USrHMfc* bfc^, Non-Stringent Wash Buffer(6XSSPE(20XSSPE(-7"# X 
^ fck^D 5r^r^) . 0. 01%Tween20 N 0. 005%Antif oamO-30 (Sigma*±§g) ) X^tc b7c: 0 
25 ^^Non-Stringent Wash Buf f er& «fc t>*Stringent Wash Buffer (lOOmM MES > 0. 1M N 
aCl N 0. 01%Tween20) £ri? y Y LfcGeneChip Fluidics Station 400 (Af f ymetrixfctM 
) (Dffim<DtiLm\Z- 77^Vf ffccRNA t ~7 V ¥4 X bfc^n —~?T W 
Lfc 0 ^©^^fe^n /l^EuKGE-WS2^oT > 1 $:%±&M(10n g/mL Strepta 

vidin Phycoerythrin (SAPE) (Molec u Lar Probef±§!l) „ 2mg/mL Acetylated BSA > 1 
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OOmM MES N 1M NaCl (Ambion*±§!D 0. 05%Tween20 > 0. 005%Antif oamO-30) > 2#;^fe 
W (lOOjug/mL Goat IgG (Sigmaf±®D s 3/ig/mL Biotinylated Anti-Streptavidin 

antibody (Vector Laboratories^:^) „ 2mg/mL Acetylated BSA N lOOmM MES. 1M 
NaCl N 0. 05%Tween20 N 0. 005%AntifoamO-30) £ 9 ^fe-fe Lfc„ 

5 (6) :7°n-:/T Wco*^^ (7) Afc^^LMMtif 

^•fe bfc^S-^n ~-~?T W ^rHP GeneArray Scanner (Af fymetrix*±§g) U W 
fa/^Z — ^^r^^llofCo ^fe^^ — VSrtxtfcGeneCbip Workstation System(Af 
fymetrix^)^ctoT^n-^TV^±^at^^B?g.^?^bfCo fffi 
~?xi /W^oTNormalizationSrfrofcO*). ^Ifi'^VHcfcttS^v^n — 

10 y (^-itfe^) (average difference) £r^tfi bfc 0 |^— tf)^— :/&£o 

15 %mMW)W8x 

2 "CfTo fcDNA^ <y 7"$$? <t 3 S^l©iDf^^ b ^ Staphylocco 
cal enterotoxin B (£*T TSEBj tm-fZWi&h foZo ) Lft V^^ttM^ 

& (IBD) ^l;j£«K:tb-<-C, SEB^r^Bb/c^3m«^S (ibd) itiSiWfcSo 

20 ^(D^/S^ SEBT'^lMbfcIBD^^ffljlS^J^UT, SEB t {fr^A^^n bfcIBD 

P-^£r3gT>*|±lLfc 0 $ fj^i^b 5 6 7°a— ^tf^blBD^Ii^H-^b, 

^(Dlfe^ IL-17it^. IL-9SH2^% LymphotoxinajH£^P> IL-10 receptor 

DAP12jH£^% TCR Vy4it^-?-s Integrin 0 ititfc^ CD8lJft^?^ CDw4 
OJt^^ctWaired-Ig-like receptor Alitfe^O, mOikfc^&MlRZtltc ( 
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351) o 

N TCRVy4Stfc^\ CD8l5t^*5J:t>*CDw40at^fi 1 ) > ^m^mMB^R 

m^z^s r. t xi&m&MMm<Dmm^mm<Dm?f&mM& sv^&s-r 5 - £ a* 

i~5 itlCi!) atfeT-^^S^itJn bfcLymphotoxin a j&te^. IL-10 receptor 0 
jfr&Tx DAP123t^^> Integrinj3 lit^^fe^TJ^Paired-Ig-like receptor A15t<5 

mm<Dmft*mi\&z^te&^ir%^k&x%zk^?Lt>frK.o mwz&^x. r 

ContJ tt«SftB?fl3& L^SfWISs TSEBJ ttSEB^JP bfe»lfla. rsEB+fb^J CiSEB£ 
fb^A&^bfcJNM&OGene chipflWf^Sr^*>bTV^So 
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mi 







Gene chipfgS^^JU 


Cont 


SEB 


SEBHb^ife) 


QQQ/fQ <a+ 

yyo4-y_a x 


II -17 


17.4 


246.9 


172.4 


yoo/*f__ax 


II -Q 


50.1 


111.8 


96.4 




Lyinpi iu lua i ii u 


282.7 


168.9 


220.6 


QCMQ1 o-f 


1 1_ i vm p 


1 103. 7 


703.9 


1000.9 


100397_at 


n AD1 o 


1293.8 


900.4 


1144.2 


102745_at 


TCRVr4 


24.5 


35.9 


33.1 


100124_r_at 


I ntegr i n /? 1 


230.0 


149.3 


149.4 


101495_at 


CD81 


179.8 


210.4 


195.1 


92962_at 


CDw40 


38 


72.8 


63.9 


100328_s_at 


Paired-lg-l ike receptor A1 


917.7 


705.7 


791.2 



H»!l3t?31ffibfclOit^ (1^1751^, IL-9Stfc^ Lymphotoxin a MB 
■T\ IL-10 receptor <3 Mfc^, DAP123tfc^r\ TCR Vy4it^^> Integrin j3 13HS 
^\ CD81itfc^\ CDw403tfe^*5.J;t) ? Paired-Ig-like receptor Mattel) CDffft,^ 
^m&m^B^mWM^t VXWtZnXfrZJ 7xny^y-7 (IFN-y :J. E 

xp. Med 182:1281-1290 (1995)) DNA^- y ^tiffi K <fc ^MB^^m^fW^: 

T^m^lt^fl UT V^rc 0 £ h fcSEBX%m IstzIBm&Mm t tb LT, SEB £ <fr^#J 

f^ifn- y m%mm £ -rs ^ ^ £ <? N m^m^xmrn ufcH^o 5 if ^la^n 
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^ofco il-17^ mi-i7ttm^m&^irji'(Dmvt*mk£^%^m&£ti ( 

B#M^gSii^#OT (DDW-Japan2003) N ^^^^^-337, ElE^ • M 
o $ h Kl»S®^-?fc5Integrin /3 lf«m»^#®#i|-r'fe 9 . fifW^ 

(1) »©iSti§i 

77^3 (25T7 7^= ;^m^m ^10%J36JE4^D.?f (BIOWHITTAKER^) 
N l%Antibiotic-antimycotic^D-MEM (InvitrogervM) 4>T*3. 3xl0 7 «t«L 
N OT^25SS^^#TT-48NF^^afl&it* bfc„ ^^4. 5ul BD GolgiStop (BD Bi 
osciencestt®!) teWM U $ 1 2 BtRHig* Lfc 0 »^f*5%C0 2N 37°CT?C 
o 2 -^ — & —\HXfx iTz- 0 ^*^©»=lrllIilXbCD8i^T»rtiFN-y & 

A : 1 jtt g/ml Staphyloccocal enterotoxin B (Sigmatt^) 

B : 1 fi g/ml Staphyloccocal enterotoxin B (Sigmatt^) t 2 0 0 2 — 1 6 
1 0 8 4©^^10mM^P) 

(2) $9J&F*]IFN-y <Z>M£ 

^Srum u y~? t — (o. 09%Ti?fc~r hv v a n i %^skmr^ 5: 

10 6 #l / /100ul$rrcv / v<^K/^7^ : -^— ^^An> ^CCD16/CD32^ift:^lul^nL N 4 
°C, 15#|*W ^^^-^3 ^bfco FITC (^;^n^y^^>T^ 

— tO ^^^f^V^^L^^r lug/10 6 cells (^fe^^^T-BOul^ 1 ) T * 

CRVy 5#C#\ #LCD4tn;#: % #tTCRV j3 3^, £LCD3jrC{K fetCD40^L^s tn[CD49d^ 
<M&BU ^tf yi^fri: ttfi> fcLCD40L#tfls\ ^CCD81*t^ $tIL-10R^ 
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-HfcfflUfc, Mf&foft®., lul * Y\s°7YT fcT cells 
fty<y77- 50ul«t») T*»l-»b, 4°C, 15#fUH ^cf<— *S a ^ Ufc„ 25fc 
jMft©lBI&*5t'£j^f* Its BD Cytof ix/Cytoperm&O. lml/tube»I U 20#IBk 4 
c C*t?'l' ^=^3.^— v'a 3/bfc 0 lxBD Perm/Wash solution lml/tubet? 2 Hl^fcif- bfc 
m^l/y h t bfc„ 50ul<DlxBD Perm/Wash solution^ "CPE (:7>f MJ ^ 

) tl^IFN-v^S: lug/10 6 cellsT*«^^PU, 4°C, 30#|tg >f y^^—f 
3 ytfc„ lxBD Perm/Wash solution lml/tube^ 2 II]^#-Lfc#&£jiW&^~C5l'L> 
frm-VtJkM ^timS*: & < U y V 7 — fcg&^fclFACSCalibur (BD Biosci 

ences*±$£) T^?#fbfc 0 &'fr#f*f±x 4, OOOr. p. m. . 3min x 4<C 61 'M : TOMY MR 
X-152, : TMA-6)-CtTofc 0 FITCfiFLl^ PE&FL2, PerCPr4FL3"C, *tl^ft<D 

h 9 . ^<£ffiO#Lffcte£:TBD BiosciencesfiJi&jflV^fCo 

*s (%) tfls-frWAJcJ; «9^ N Ufc«P^lIFN-v ^14^^:100 i: Lfc4:#fc* # 

<d r^^K^»j ) „ jo^^M^Hirofefc^o^^^^^tJ^ 

5t*3iS-T?fc5tfcCD40^#:& N IL-10R/3 I&ttaBJ&SrlP^S 
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S2 



fhwnc!2£uu x /J 






IL> C3 /X. I'LA IPW 13 C / TT li^r 


UU4U 


y.i4 


OA Q 


9 7 




1 fi 4 




2.4 


TCRVy5 


5.39 


23.8 


4.4 


CD4 


45.7 


55.6 


0.8 


TCRVB3 


100 


0 


0 


CD3 


92.1 


103.4 


1.1 


CD40L in CD3 


3.94 


3.3 


0.8 


CD81 in CD 3 




51.7 


11.1 


IL-10R in CD3 




* 


* 



S2©»f>, CD3$BJ& (=T«) 2^ f^A^^f5»iS©^t1? 
£>5 r. t ^^ofc (^^(D<k^S^TOd5^|^ffi^— ^7— CD3T*lil03. 4%) 

#Sf^»^®-^ — CD81 in CD3T?tell. 1) 0 ^^AfilBDO^^^^tgSrfflJ 
fifH-5 w £ CD3^ttCD81^ttlfflJ^^^^l.(^^^^$^5»-e 

tftCD8lffi&(PTNBS (2. 4. 6- h V ^ f ^/U/fc^g£) ^^fr ^fl^fe^' 
15 /V-^^-T^^g^ 
(1) TNP-OVAOPM 

0. 5g IP & T)V-f % ^ (OVA : SigmaftM) £ 0. 5g K2C03 (~r%7-JTX? #M) %2 

smmMmmmMzmmi-fz. (ovmm 0 25mi<Do. im K2co3^o. 5 g 2, 4, 6- b y ~ b 

n^if^*/l^^S£ (TNBS : ^#7^ 7^^*±®D SrlS#P bfc (TNBS^) 0 OVA 
20 ^irTiNBS^^r^L, tfit- mmW^tCo MW Lfc^£^«l(Spectra/P 
or Membrane MWC0:10, 000 > Spectrum Medical Industries Inc. fijSD *T?0. 01M NaHC 
03 (^^X^ttill) I31^ff bfCo aStfrbfc^&BCA Protein Assay Reagen 
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t (Peirce*±§S) ^'^iLfc, 

(2) Mftv. f-YWir&zxmm 

m^(DT^^ (SJL/JorllcoCrj, d\ 0^^— A**. V tfcfiO WfflH-^ 
^7n^fyhT^yb (CFA : Difco Laboratories^^) £2mg/ml TNP-0VA(D1 
: l?Ufr^&0. lml/headT'&T&tt (^fE> Lfc 0 «f^7 0 &fcl0mg/ml TNBS 50%^ 
$ y -;i/^tl:x-f^i&Tt*a)l(0. 2ml/head&)jrpg J; "0 3cm£-e:/ >-x&3f A 

S¥^. lmg (0.2ml) /head^CD81^#3« (Clone :2F7. Southernbiotechfe^) 

P. O^ml/head^S-^-^^V bn^^ 200mg/kg ^^7 7 t7^ (SSZ : 

sigmat±^) n*m*wti£.\^it.o &mtefofc&*mkffin=^hv-sm\a*m$r 
i-tnt mfttfz 0 mz.m&fon$- u sszf«#tt 0 1>^> 1 0 inns 0 ^ n bfc= 

(3) #mM^fc£Tm^=iT-¥iJ£: 

5E#UI (7 37- : O) s : 1) , T^I (*=»T- : 2) ) 

n-/kSf s ^CD81^^^iSSZS#PW^ ^(D^itlS^tTofc (*; 0.01 
<p<0.05 N **;p<0.01) 0 

(4) xmv&tsmm 

m<D*:M<D$:£\±, BartlettO^^^Dunnet^^^-C^^^ba— /um, fctCD 
8 i1fcfc&^mbssz&^mx<Dm%V<D^m&*ft^fc (*; o.OKp^.05, **; 

p<0. 01) 0 

^^JH^ 3 LfCo trCCD81^L#:^ «k 9 TNBS^3§7Cfl§^ 17 * Wfiilfc^ t 
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^3 



w 




Bl^#mm (S D) 




1.75 (0.46) 


87.8 (10.3) 




0.75 (0.76)* 


98.6 (6.9)* 




0.71 (0.71)* 


103.1 (8.3)** 









5 Jurkat» (t himife}) >'*m&m , NC-37« (t v&mv ^^ttte^ 
ATCC*fc#-^CCL-214) , CCRF-SBM (t b^Lfty ^^'|4^lk^B«*^ ATC 
Ctt#-^CCL-120) N CCRF-CEM» (t y ^/^^'|4^lfe^T«*5l5, ATCC 

^#-^CCL-119) N M0LT-3» (t U V/"^3*t£ &ttT»aft^ ATCCtfcS 

-S§-CRL-1552) N CCRF-HSB-2SM& (t h&tt P :"^J$t£6jflLffiTfflllSfc3fc N ATCCtfc 

10 ##CCL-120. 1) x IM-9^BJia (t h5fc*g IJ ATCC#c#-*§-CCL-159) „ E 

B-3» (t by^^JffiS*> ATCCt^#^-CCL-85) % CA46« (t M 

— b y J^ffiS^ ATCC$c#-^CRL-1648) „ Daudi&fflflS (t h/^— dry h y > 

ATCC$Sfc&-5§-CCL-213) % NamalwaftBJ!& (t h^— f y V*Jfifc3fc N AT 
CC*fc#-5§-CRL-1432) \ Raji^ (t f^^MJy^lfi^ ATCC^S^-CCL-86 

15 ) N Ramos (RA1)« (t h^-^ jy f y ^Jfifi^ ATCCtfc#-*§-CCL-1596) „ RPMI 
1788&BJ& (t h*^y^^*5fe, ATCCt^lf-^CCL-156) N RPMI 6666^^ (t b 
*i?3rl/mV ATCC^#-^CCL-113) N U-937» (t ^ 

/<m&te, ATCC^#-^-CRL-1593) N B-ATL1&BJ& (t h J&AT«eifiL#ii&#B$BI&|El3 
5(5) , B-ATL2« (t h^AT^^^I&L^li^BgaiiaS^) N B-ATL7M (t h/£A 

20 T»6lfiL^li#B«S5!5) s B-ATL8&MS (t h J#AT»6lfalfim#B»|±l5l5) 
% 0KM-2T» (t h^ATJN8|S&lfiL^li#T^Hlia*^) te0KM-3T« (fc: hj&A 

#5) > *fcttt b*tiifa.y >v«st«r^ 10% 7fmmk*m i Jifia.ffi. ^y^?^ 

„ 50IU/mP<~Vy ^ N 50rag/ral^. h^-f V^^^Dulbecco' s Modified Bag 

25 le&m%m\<\ 37°C, C0 2 ^5%(D^TT^«-f-§o 

ttftfe Lfc«^r24^m^^^ > ^— V K0. 6-1. 2x10 s cells/cm 2 X~Wm U 37°C 
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^f^^ — Tumor necrosis factor^ 4 — n <i ^ £nIT$BJ3£^ 

ffi^L^^s ^^J&M^aRtftfl^ Jfc^ttButyrate) ©#^T*t?«E^SC^ 
(100 mM, 10 /*M N *3«ttJ« 1 ^M<Z)^-^^(D^^#lKSr-^tP^^) Sr^bD 

Mis^te\^Mmmz&tf%mmmtikmi'Xio%, &^v<mo%^ ramjet. < 
w (&w, mm) -tzmmk&vobvxmvi-tZo 

7^ :/p^^(Sigma)&=i — h^^ti^K, 24^*^1/— h (Falcon Labw 
arett^) ^PBS"ei0M g/ml^SKUM Uc7 J Zfv*? ^£37^ 3mmM.M 
$^Tfc^ ^PBSt?3lH|^-t-^ 0 ffiCD81^£^$i§:7cfc hB» (DaudiM (t 
b^— *y Y V ^/m&te, ATCCt^#^-CCL-213 N *B&mMW^£#y&M) s Nam 
alwa&fflflg (t h/^— *y hV ^JBft3fe> ATC06*##CRL-1432 % B *®H!g#Sfc^ 
tfcfcfcJR) s Raji» (fc b/^yMJy^l^ ATCC|fc#^CCL-86. 
Ktt3grth&K) , Ramos (RAl)lffllfc (fc b^— <y b U V^lift^ ATCC^S^-CC 

l-1596. ^0^Mm^#^±^) ) *m&mzix\o*m/y=z-^xy , i'--y\z.Wi 

@L37°C, 20^^^dr3.^<— >'bT^bPBST3ll]gfc#-U3%^/V^/W'T/^ 
t K-CH^b"f-So ^Wht3l^bfc^Jia^400^<D^m^m^T-eti-i!lL.T 

^cDsi^ftmwp (77-^-^^) awcts, 
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^mmas-m comm^mtirz, n t wot, ^m^mmm^mmt & #5 
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1. TfEOXH (a) , (b) RX* (c) Sr^tf, CDSiil^^m^^^^: 

(c)±ib (b) <Di&mMi^m<5^x, cmi&fc^m^^wpis^zwLwm's. 

io ^4Ri-6xmo 

2. TISOXa (a) N (b) #.T>* (c) Sr-^tf. CD81(DBmfi^^^*5^ 

( a ) Iffl&feK CD81 WfBft i: $ ^ 3 It> 

(c)_hf5 (b) Ojfc$£^M£S-^~C. CD81(Dm^M*M& 

3. T1E<DX@ (a) , (b) RX* (c) &"£tf. CDSl^mtg tf&tt) 

20 (a)»#«£CD81^»£^5X® N 

(b) _L12 (a) (DXa^HbT^C6CD810m#g (?5t£) SrPJ^U ^mtg (?5 
14) ^W^a^M^^r^V^^^CDSl^aiM (TStt) irtbS^SX©, 

(c) xia (b) (o&mgmz&^x, cvsKDmm mm ^m-r^^n^ 

6. CD8im^^m^^$^^^K^tS^ll2^^^ y 
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7. cD8KD&$L&-£tz\-zmm (mm ^nu-r^w^^M^t-r^^ ibdo 
s. cD8i<DBM*itimm (mm znu-tzmmK wras^sfcrtsioE 

o 

10 &SM=fcf*i&!fc&J. 

1 1. CD8latte^O^Ifl?lR£:Jb^T, mmirZ>'J>tl:< t fclBifiSSrW-f-Salf y 

5, ^^Ett^^S (inflammatory bowel disease; .gATIBD) <£>#y^^-#^o 
1 2. IBD<D^m^*5VNT7°n-^fcfi^^^~^ LT«ffl§tl5»*«l 
15 l|B®©^a^— „ 

1 3. TIEOXS (a) % (b) RX* (c) $r^tf\ IBD^tftffl^jfe : 

(c) ±is (b) (Dmm^m^m^^x^ iBDvmB&wwrtziM, 

14. ig ( c ) K&tfz>iBD<DmB<D¥m*K &wt&teo^xmt>tizmj&& 

LTV^ n i: £Jf tl£ UTfrt>tLS, ffrsfcJ® l 3 KlBi&©IBD<£>tfeffl3f$fe 0 
25 15. CD8lSr»»i-5iFLflsS:$Wi--5x IBDOgs*^— „ 

1 6. IBD<^ffiK^T^n*-:/i; LT^£*LStt*3U 5SB«©^J&-?- 

1 7. TIB^xm (a) . (b) &tMc) Sr^tflBD^&t&frjfe : 
(a) W#<Z)^^3lSf^bp^$tLfc^^^Ki:tt^l 5£fctel 6|B*fe© 
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( c ) ±13 (b) <Dmj&&mzm-3^x, iBDosssr^BfrsxSo 

5 18. It (c) \Zi3tfZ>IBD<D&B<D#mi>K &Mk&\£.O^X&t>tlZ>Mffi£ 
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SEQUENCE LISTING 
<110> Sumitomo Pharmaceuticals Co., Ltd. 

<120> Method of preventing or treating inflammatory bowel diseases 
containing as the ingredient CD81 antibodies 

<130> 533734 

<150> JP 2003-304264 
<151> 2003-08-28 

<160> 2 

<170> Patentln version 3. 2 

<210> 1 

<211> 1332 

<212> DNA 

<213> Homo sapiens 

<400> 1 

ccggcccgcg ccccgcaggc cgcccgccgc ccgcgccgcc atgggagtgg agggctgcac 60 

caagtgcatc aagtacctgc tcttcgtctt caatttcgtc ttctggctgg ctggaggcgt 120 

gatcctgggt gtggccctgt ggctccgcca tgacccgcag accaccaacc tcctgtatct 180 

ggagctggga gacaagcccg cgcccaacac cttctatgta ggcatctaca tcctcatcgc 240 

tgtgggcgct gtcatgatgt tcgttggctt cctgggctgc tacggggcca tccaggaatc 300 

ccagtgcctg ctggggacgt tcttcacctg cctggtcatc ctgtttgcct gtgaggtggc 360 

cgccggcatc tggggctttg tcaacaagga ccagatcgcc aaggatgtga agcagttcta 420 

tgaccaggcc ctacagcagg ccgtggtgga tgatgacgcc aacaacgcca aggctgtggt 480 

gaagaccttc cacgagacgc ttgactgctg tggctccagc acactgactg ctttgaccac 540 

ctcagtgctc aagaacaatt tgtgtccctc gggcagcaac atcatcagca acctcttcaa 600 

ggaggactgc caccagaaga tcgatgacct cttctccggg aagctgtacc tcatcggcat 660 
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tgctgccatc gtggtcgctg tgatcatgat cttcgagatg atcctgagca tggtgctgtg 720 

ctgtggcatc cggaacagct ccgtgtactg aggccccgca gctctggcca cagggacctc 780 

tgcagtgccc cctaagtgac ccggacactt ccgagggggc catcaccgcc tgtgtatata 840 

acgtttccgg tattactctg ctacacgtag cctttttact tttggggttt tgtttttgtt 900 

ctgaactttc ctgttacctt ttcagggctg acgtcacatg taggtggcgt gtatgagtgg 960 

agacgggcct gggtcttggg gactggaggg caggggtcct tctgccctgg ggtcccaggg 1020 

tgctctgcct gctcagccag gcctctcctg ggagccactc gcccagagac tcagcttggc 1080 

caacttgggg ggctgtgtcc acccagcccg cccgtcctgt gggctgcaca gctcaccttg 1140 

ttccctcctg ccccggttcg agagccgagt ctgtgggcac tctctgcctt catgcacctg 1200 

tcctttctaa cacgtcgcct tcaactgtaa tcacaacatc ctgactccgt catttaataa 1260 

agaaggaaca tcaggcatgc taaaaaaaaa aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa 1320 



aaaaaaaaaa aa 



<210> 2 

<211> 236 

<212> PRT 

<213> Homo sapiens 



<400> 2 

Met Gly Val Glu Gly Cys Thr Lys Cys He Lys Tyr Leu Leu Phe Val 
15 10 15 



Phe Asn Phe Val Phe Trp Leu Ala Gly Gly Val He Leu Gly Val Ala 
20 25 30 



1332 



Leu Trp Leu Arg His Asp Pro Gin Thr Thr Asn Leu Leu Tyr Leu Glu 
35 40 45 
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Leu Gly Asp Lys Pro Ala Pro Asn Thr Phe Tyr Val Gly He Tyr He 
50 55 60 



Leu He Ala Val Gly Ala Val Met Met Phe Val Gly Phe Leu Gly Cys 
65 70 75 80 



Tyr Gly Ala He Gin Glu Ser Gin Cys Leu Leu Gly Thr Phe Phe Thr 
85 90 95 



Cys Leu Val He Leu Phe Ala Cys Glu Val Ala Ala Gly He Trp Gly 
100 105 110 



Phe Val Asn Lys Asp Gin He Ala Lys Asp Val Lys Gin Phe Tyr Asp 
115 120 125 



Gin Ala Leu Gin Gin Ala Val Val Asp Asp Asp Ala Asn Asn Ala Lys 
130 135 140 



Ala Val Val Lys Thr Phe His Glu Thr Leu Asp Cys Cys Gly Ser Ser 
145 150 155 160 



Thr Leu Thr Ala Leu Thr Thr Ser Val Leu Lys Asn Asn Leu Cys Pro 
165 170 175 



Ser Gly Ser Asn He He Ser Asn Leu Phe Lys Glu Asp Cys His Gin 
180 185 190 



Lys He Asp Asp Leu Phe Ser Gly Lys Leu Tyr Leu He Gly He Ala 
195 200 205 



Ala lie Val Val Ala Val He Met He Phe Glu Met He Leu Ser Met 
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210 215 220 



Val Leu Cys Cys Gly He Arg Asn Ser Ser Val Tyr 
225 230 235 
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